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September 30, 1997

Mark Goldberger, M.D., Acting Director

Division of Special Pathogens and Immunologic
Drug Products HFD-590

Office of Drug Evaluation IV (CDER)

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Goldberger:

ORIGINAL NEW DRUG APPLICATION - NDA 20-916
PRILOSEC?® Delayed-Release Capsules
(Omeprazole)

Pursuant to Section 505(b) of the Food Drug and Cosmetic Act and in accordance with

- 21CFR §314.50 we are submitting, for approval, a Type 6 New Drug Application for the
- concomitant use of PRILOSEC® Delayed-Release Capsules, amoxicillin and

l

clarithromycin for the eradication of H. pylori in patients with duodenal ulcer disease.

An active New Drug Application (NDA 19-810) exists under the Division of
Gastrointestinal and Coagulation Drug Products (HFD-180) for PRILOSEC® Delayed-
Release Capsules. The current approved indications include monotherapy treatment for
short-term treatment of active duodenal ulcer, active benign gastric ulcer, erosive
esophagitis, poorly responsive symptomatic GERD, and, in combination with
clarithromycin, the eradication of H. pylori for reduction of the risk of duodenal ulcer
recurtence. Also approved are indications for long-term treatment of pathological
hypersecretory conditions and to maintain healing of erosive esophagitis.

The present New Drug Application is supported by three adequate and well-controlled
trials, two of which were conducted by Astra Merck (Studies 126 and 127) and one study
which was conducted by . {Study M96-446). The results of these
trials and 4 supportive studies conducted by Astra Merck, Astra Hissle

establish the safety and effectiveness of PRILOSEC plus amoxicillin plus
clarithromycin in eradicating H. pylori and thus_reducing the risk of ulcer recurrence in
these patients. Moreover, the data summarized herein demonstrate that the regimen

001 - 001 - 001
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eradicates H. pylori in patients who had an ulcer at the initiation of therapy as well as in
those who did not have an ulcer at the time of treatment.

In addition to this New Drug Application, a supplement to NDA 19-810 will be
submitted to the Division of Gastrointestinal and Coagulation Drug Products. The sSNDA
will provide for labeling changes describing the claim and supporting data contained in
the present NDA. The labeling contained in the sSNDA will be identical to that contained
in Item 2 of the present submission.

Reference is made to two Pre-NDA meetings with FDA on March 13, 1997 and July 15,
1997 (joint meetings with the Division of Special Pathogens and Immunologic Drug
Products and the Division of Gastrointestinal and Coagulation Drug Products). At these
meetings agreements were made regarding the format and content of the NDA, which
have been incorporated into this application.

We are submitting, under separate cover, statistical data sets in SAS for the three pivotal
trials (studies 126, 127 and M96-446) to aid in the statistical review. In addition, as
agreed to during the previously mentioned Pre-NDA meetings, electronic data files
containing case report form (CRF) data in ASCII format for the pivotal trials will be
submitted in lieu of printed paper copies of CRF tabulations (normally submitted as Item
11). Finally, electronic text versions of the Clinical Study Reports for studies 126, 127
and M96-446 will also be provided.

This application is formatted as required in 21CFR §314.50. 1t consists of an archival
copy (Blue Binders) of the entire submission (93 volumes), and review copies of hems 2,
6. 7, 8 and 10 as described in the statement of organization attached to this letter.
Reference is made to NDA 19-810 for Items not required for review of this application
(Chemistry Manufacturing and Controls Data, Non-Clinical Data, and Human
Pharmacokinetics and Bioavailability Data). In addition, as required by 21CFR
§314.70(a), a complete field copy of Items 3 and 4 (Environmental Assessment and
Labeling) of this NDA is being submitted simultaneously to the FDA Philadelphia
District Office.

In accordance with the Prescription Drug User Fee Act of 1992, a check in the amount of

(Check No. ) was sent to the Food and Drug Administration,
Pittsburgh, PA, on September 19, 1997 (User Fee 1. D. ) in support of this
application. (See attached letter and FDA Form 3397.)

As required by Section 306(k)(1) of the Generic Drug Enforcement Act [21 U.S.C. 335a
(k)(D)], we hereby certify that, in connection with this application, Astra Merck Inc. did

not and will not use in any capacity the services of any person debarred under subsection
309 (a) or (b) of the Act.
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We consider the filing of this New Drug Application to be a confidential matter and
request the Food and Drug Administration not to make its content, nor any future
communications in regard to it, public without first obtaining the written permission of
Astra Merck Inc.

Please direct any questions or requests for additional information to me at (610/695-
1008) or, in my absence, Barbara J. Blandin, Regulatory Project Manager (610/695-
1540).
Sincerely yours,
APPEARS THIS WAY f
OH ORIGINAL /d 7
Gary P. Horowitz, Ph.D.
Director, Regulatory Affairs
Attachment
Desk Copy (Letter Only): Dr. L. Talarico, Acting Director (HFD-180)
Desk Copy (Cover Letter and Items 3 and 4): Philadelphia District Office

Federal Express No.:4370470941
Hand Deliver

APPEARS THIS way
ON ORIGINAL

001 - 001 - 003




- ——

.
iy,
R

S “ ’ ]
5: C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
]
2‘) .w
o NDA ACKNOWLEDGEMENT LETTER Food and Drug Administration

Rockville MD 20857

NDA 20-916
Attention: Gary Horowitz, Ph.D,

Astra Merck Inc.

725 Chesterbrook Boulevard
Wayne. PA 19087-5677

Dear Dr. Horowitz: - »

We have received your new drug application (NDA) submitted under section
‘505(b)/507 of the Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Prilosec (Omeprazole) Delayed Release Capsules 20 mg

Therapeutic Class:- 6S
Date of Application:  9-30-97
Date of Receipt: 9-30-97

QOur Reference Number: NDA 20-916

Unless we notify you within 60 days of our receipt date that the application is not
sufficiently complete to permit a substantive review, this application will be filed
under section 505(b)/507 of the Act on in accordance with 21 CFR 314.101(a).

- Should you have any questions, please call: Robin Anderson
Project Manager
(301) 827-2335

. Please cite the NDA number listed above at the top of the first page of any
) communications concerning this application.

Sincerely yours,

Ly

Acti ief, Project: Management Staff

Division of Special Pathogens and —
Immunologic Drug Products
Office of Drug Evaluation IV
- Center for Drug Evaluation and Research



CccC:

NDA 20-916
HFD-590/Div. File
MO-Hopkins
Pharm:Hundley
Chem: Holbert
Micro: Utrup
Biopharm: Ajayi
Stat: Silliman
CSO: Anderson

APPEARS THIS WAY
ON ORIGINAL



MARJORIE H. CHRISTIE, Ph.D.
Director, Regulatory Operations

ASTRA MERCK

725 Chesterbrook Bivd.
Wayne, PA 19087-5677
610 695-1925

Fax 610 889-1291

September 19, 1997

Dr. Mark Goldberger, Acting Director

Division of Special Pathogens and lmmunologlc
Drug Products HFD-590

Office of Drug Evaluation IV (CDER)

Food and Drug Administration

9201 Corporate Bivd.

Rockville, MD 20850

Dear Dr. Goldberger,

Attached please find copy of User Fee letter that was sent on this day,

September 19,1997 to i
, along with a check in the amount of . in support
of PRILOSEC® Type 6 New Drug Application 20-916 for your records.

Sincerely yours, :
%7@% Clieter

Marjorie H. Christie, Ph.D.
Director, Regulatory Operations
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MARJORIE H. CHRISTIE, Ph.D.
/ Director, Regulatory Operations
(, , ASTRA MERCK

\

Sept. 19, 1997

725 Chesterbrook Bivd.
Wayne, PA 19087-5677
610 695-1925

Fax 610 889-1291

Food and Drug Administration
PO Box 360909
Pittsburgh, PA 15251-6909

'RE: NDA 20-916: PRILOSEC® (omperazole) Deliyed Release Capsules
User Fee LD. Number:

In accordance with the Prescription Drug User Fee Act of 1992, a check in the amount of

(Check No. ) is being sent to the Food and Drug Administration,

_ in support of the PRILOSEC® Type 6 New Drug Application for the use of
omeprazole plus amoxicillin plus clarithromycin in the treatment of Helicobacter pylori .

As required by Section 306(k)(1) of the Generic Drug Enforcement Act [21 U.S.C. 335a
(k)(1)], we hereby certify that, in connection with this application Astra Merck Inc. did not
and will not use in any capacity the services of any person debarred under subsection 306(a)
or(b) of the Act.

-~

We consider the fact of filing this New Drug Application to be a conﬁdi?:h{ial matter and
request that the Food and Drug Administration not make its content, nor any future
communications in regard to it, public without first ebtaining the written permission of Astra
Merck Inc.

Questions regarding this application should be directed to Gary Horowitz, Ph.D., Director,
Regulatory Liaison, (610/695-1008) or, in his absence, Barbara Blandin, Regulatory Project
Manager, (610/695-1540).

Sincerely yours, .
Marjorie H. Christie, Ph.D.
Director, Regulatory Operations

FedEx Tracking Number:

Enclosure (Chéck No. 5
cc: Ms. Robin Anderson, Project Manager Special Pathogens
Dr. Mark Goldberger, Acting Director
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Omeprazole + Amoxicillin + Clarithromycin
New Drug Application

ELLIOYT T. BERGER. Ph.D
Executive Director, Regulatory Afiairs

’

ASTRA MERCK

725 Chesterbrook Bivd
Wayne. PA 19087-5677
610 695-1057

Fax610889-1292

March 3, 1997

VIA FEDEX

S enB. Fredd, M.D. - Dir
D Gamtomtesinal and APPEARS THIS WAY

Coagulation Drug Products ‘ ON ORIGINAL
HFD-180 Room 6B-45

Office of Drug Evaluation

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Fredd:

NDA 19-810: PRILOSEC® Delayed Release Capsules
(Omeprazole) - Update to Patent Information
TIME VE PATENT INF N

Enclosed please find the original and one copy for each of the following:
(1) new patent information for U.S. Patent No. 4,636,499 (499 patent*);

2) new patent information for U.S. Patent No. 5,093,342 ("342 patent”);
and

(3)  new patent information for U.S. Patent No. 5,599,794 ("794 patent").

In addition, pursuant to 21 CFR § 314.53, we also enclose Declarations for the '342 and
*794 patents that cover methods of use (original and copy for each), as set forth in the
Declaration for each patent.

" APPLARS THIS WAY
QR CRInINAL

001 -001-012"
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Astra Merck Inc. respectfully requests that the FDA update its records and include the
'499, 342 and ‘794 patents in the publication, Approved Drug Products.with Therapeutic
Equivalence Evaluations ("Orange Book") in accordance with this lettér and enclosures.

Questions regarding this submission should be forwarded to Eliiott T. Berger, Ph.D.

(610/695-1057).
Sincerely yours,
APPEARS THIS WAY 'Elliott T. Berger, Ph.D.
ON ORIGI NAL Executive Director
_ Regulatory Affairs
Astra Merck Inc.
FedEx No.
Enclosures

cc:  Drug Information Services Branch
HFD-84
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857
Via FedEx (w/enclosures)

FedEx No. APPEARS THIS WAY
ON ORIGINAL

001 - 001 - 013



-~

Omeprazole + Amoxicillin + -C-l;n'thromycin

New Drug Application
PATENT INFORMATION FOR OMEPRAZOLE
P E - APPLICATION NUMBER 19810 001
I. Applicant Astra Merck Inc. .
2. Patent No. 4,636,499
Expiration Date May 30, 2005

3. Type of Patent Drug substance
4. Name of the Patent Owner Aktiebolaget Hissle

5. Representative authorized to receive | Astra Merck Inc.
notice of patent certification under
section 505(b)(3) and (j}(2)(B) of the
Federal Food, Drug, and Cosmetic Act
and 21 CF.R. §§ 314.52 and 314.95

APPEARS THIS WAY
ON ORIGINAL

001 - 001 - 014



—-

Omeprazole + Amoxicillin + Clarithromycin

New Drug Application

PATENT INFORMATION FOR OMEPRAZOLE
RILO - APPLICATION NUMBER 19810 001

1. Applicant . Astra Merck Inc.

2. Patent No. 5,093,342

Expiration Date February 2, 2010
3. Type of Patent Method of use
4. Name of the Patent Owner Aktiebolaget Hassle

S. Representative authorized to receive | Astra Merck Inc.
notice of patent certification under ’
section 505(b)(3) and (j}(2)}(B) of the
Federal Food, Drug, and Cosmetic Act
and 21 CF.R. §§314.52 and 314.95

APPEARS THIS WAY
ON ORIGINAL
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DECLARATION

The undersigned declares that Patent No. 5,093,342 covers a method of
use of omeprazole (PRILOSEC®), i.e., treatment of H_. pvlori-associated Duodenal
Ulcer. This product is currently approved under Section 505 of the Federal Food, Drug

and Cosmetic Act: Application No. 19810 001.

TSN

liott T. Berger, Ph.D.
Executive Director,
Regulatory Affairs
Astra Merck Inc.

APPEARS THIS WAY
ON ORIGINAL

001 - 001 - 016
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New Drug Application
( PATENT INFORMATION FOR OMEPRAZOLE
{PRILOSEC®) - APPLICATION NUMBER 19810 001
1. Applicant Astra Merck Inc. 2
'| 2. Patent No. 5,599,794
Expiration Date February 4, 2014

3. Type of Patent Drug produét and method of use
4. Name of the Patent Owner Astra Aktiebolag
5. Representative authorized to receive | Astra Merck Inc.
notice of patent certification under
section 505(b)(3) and (j)(2XB) of the
Federal Food, Drug, and Cosmetic Act
and 21 CF.R. §§314.52 and 314.95

( APPEARS THIS WAY

‘ ON ORIGINAL
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DECLARATION

The undersigned declares that Patent No. 5,599,794 covers the
formulation, composition, and method of use of omeprazole (PRILOSEC®), i.e., H.
pylori-associated Duodenal Ulcer. This product is currently approved under Section 505
of the Federal Food, Drug, and Cosmetic Act: Application No. 19810 001,

iott T. Berger, Ph.D.

N Executive Director,
Reguilatory Affairs
Astra Merck Inc.

- APPEARS THIS way
L ON ORIGINAL

001 - 001 - 01¢



GARY P. HOROWITZ, Ph.D.
Director, Regulatory Liaison

3 ASTRA MERCK

725 Chesterbrook Blvd.
. Wayne, PA 19087-5677
610 695-1008
Fax 610 695-4479

June 29, 1998

Mark Goldberger, M.D., Acting Director
Division of Special Pathogens and Immunologic
Drug Products HFD-590

Office of Drug Evaluation IV (CDER)

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Goldberger:

NDA 20-916: PRILOSEC® Delayed-Release Capsules
(Omeprazole)
RESPONSE TO FDA REQUEST FOR
INFORMATION - AMENDMENT TO PENDING APPLICATION

Reference is made to the Type 6 New Drug Application for the concomitant use of
PRILOSEC® Delayed-Release Capsules, amoxicillin and clarithromycin for the
eradication of H. pylori in patients with duodenal ulcer disease, which was submitted to
the Agency on September 30, 1997. Reference is also made to our submission of final
draft labeling on June 25, 1998, and to a fax sent to us by the Agency on June 29, 1998.

With this letter we are submitting revised draft labeling for PRILOSEC® which
incorporates the Agency request of June 29, 1998. In addition, please note one additional
editorial change on page 14 line 2: the term y-glutamyl had been incorrectly printed as g-
glutamyl on the June 25, 1998 version. This error has been corrected on the attached
final draft labeling.

We consider the filing of this amendment to be a confidential matter and request the Food
and Drug Administration not to make its content, nor any future communications in
regard to it, public without first obtaining the written permission of Astra Merck Inc.
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Page 2

As requested, we are also providing an electronic copy of the revised draft labeling in
MS Word 7.0 on a 3'5” diskette.

Please direct any questions or requests for additional information to me at (610)-695-
1008 or, in my absence, to Barbara J. Blandin, Regulatory Project Manager (610)-695-
1540.

Sincerely yours,

APPEARS THIS WAY -
ON ORIGINAL 7@1‘1’”’“&)@” < '(éc'
Gary P. Héfowitz, Ph.D.

Director, Regulatory Liaison

Attachment

Federal Express No.: 805677199591

APPEARS THIS way
ON ORIGINAL
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EXCLUSIVITY SUMMARY for NDA # _20-916 SUPPL #_____

TradeName PRILOSEC ~ Generic Name omeprazole

Applicant Name_Astra Merck HFD-590
Approval Date _6/29/98

PART I JS AN EXCLUSIVITY DETERMINATION NEEDED?

1.

An exclusivity détermination will be made for all original applications, but only for certain
supplements. Complete Parts II and Il of this Exclusivity Summary only if you answer
"yes" to one or more of the following questions about the submission.

a) Is it an original NDA?
YES /I X!/ NO/__/

b) Is it an effectiveness supplement?
YES /__/ NO/ X [/

If yes, what type? (SE1, SE2, etc.)

c) Did it require the review of clinical data other than to support a safety claim or
change in labeling related to safety? (If it required review only of bioavailability
or bioequivalence data, answer "no.")

YES/ X_/NO/__/

If your answer is "no" because you believe the study is a bioavailability study and,
therefore, not eligible for exclusivity, EXPLAIN why it is a bioavailability study,
including your reasons for disagreeing with any arguments made by the applicant
that the study was not simply a bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an
effectiveness supplement, describe the change or claim that is supported by the
clinical data:

Form OGD-011347 Revised 8/7/95; edited 8/8/95
cc: Original NDA Division File HFD-85 Mary Ann Holovac
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d) Did the applicant request exclusivity? )
YES/ X_/ NO/__/

If the answer to (d) is "yes," how many years of exclusivity did the applicant
request?

3 years

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. .

2. Has a product with the same active ingredient(s), dosage form, strength, route of
administration, and dosing schedule previously been approved by FDA for the same use?

YES/__/ NO/ X |/

If yes, NDA #- Drug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON PAGE 8. ' '
3. Is this drug product or indication a DESI upgrade?

YES/_/ NO/ X/

IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE SIGNATURE

- BLOCKS ON PAGE 8 (even if a study was required for the upgrade).

Page 2



PART 11 -
(Answer either #1 or #2, as appropriate)

1.

Sinele active inered et

Has FDA previously approved under section 505 of the Act any drug product containing
the same active moiety as the drug under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates or clathrates) has been
previously approved, but this particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination bonding) or other non-covalent
derivative (such as a complex, chelate, or clathrate) has not been approved. Answer "no"
if the compound requires metabolic conversion (other than deesterification of an esterified
form of the drug) to produce an already approved active moiety.

YES/_/ NO/_/

If "yes,"” identify the approved drug product(s) containing the active moiety, and, if
known, the NDA #(s).

NDA # -
NDA # |

NDA #
Combinati uct.

If the product contains more than one active moiety (as defined in Part II, #1), has FDA
previously approved an application under section 505 containing any one of the active
moieties in the drug product? If, for example, the combination contains one never-before-
approved active moiety and one previously approved active moiety, answer "yes." (An
active moiety that is marketed under an OTC monograph, but that was never approved
under an NDA, is considered not previously approved.)

YES/__/ NO/__/

If "yes," identify the approved drug product(s) containing the active moiety, and, if
known, the NDA #(s).

NDA #
NDA #
NDA #

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART I1 IS "NO," GO DIRECTLY TO
THE SIGNATURE BLOCKS ON PAGE 8. IF "YES," GO TO PART III.

Page 3



PART III THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of
new clinical investigations (other than bioavailability studies) essential to the approval of the
application and conducted or sponsored by the ap!')licant." This section should be completed only
if the answer to PART II, Question 1 or 2, was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets
"clinical investigations” to mean investigations conducted on humans other than
bioavailability studies.) If the application contains clinical investigations only by virtue of
a right of reference to clinical investigations in another application, answer "yes," then
skip to question 3(a). If the answer to 3(a) is "yes" for any investigation referred to in
another application, do not complete remainder of summary for that investigation.

YES / X_/ NO/ _/

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the Agency could not-have
approved the application or supplement without relying on that investigation. Thus, the
investigation is not essential to the approval if 1) no clinical investigation is necessary to
support the supplement or application in light of previously approved applications (i.e.,
information other than clinical trials, such as bioavailability data, would be sufficient to
provide a basis for approval as an ANDA or 505(b)(2) application because of what is
already known about a previously approved product), or 2) there are published reports of
studies (other than those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to support approval of the
application, without reference to the clinical investigation submitted in the application.

For the purposes of this section, studies comparing two products with the same
ingredient(s) are considered to be bioavailability studies.

(@) In light of previously approved applications, is a clinical investigation (either
conducted by the applicant or available from some other source, including the

published literature) necessary to support approval of the application or
supplement?

YES/X_/ NO/__/

APPZARS THIS WAY
ON GRIGINAL

Page 4
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If "no," state the basis for your conclusion that a clinical trial is not necessary for
approval AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

Did the applicant submit a list of published studies relevant to the safety and
effectiveness of this drug product and a statement that the publicly available data
would not independently support approval of the application?

YES /_ X/ NO/ _/

(1)  If the answer to 2(b) is "yes," do you personally know of any reason to
disagree with the applicant's conclusion? If not applicable, answer NO.

YES/ _/ NO/X_/

If yes, explain:

2) If the answer to 2(b) is "no," are you aware of published studies not
conducted or sponsored by the applicant or other publicly available data that
could independently demonstrate the safety and effectiveness of this drug
product?

YES/ _/ NO/__J

If yes, explain:

If the answers to (b)(1) and (b)(2) were both "no," identify the clinical
investigations submitted in the application that are essential to the approval:

Investigation #1, Study #

Investigation #2, Study #
Investigation #3, Study #

APPEARS THIS WAY
ON ORIGINAL

Page 5
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In addition to bemg essential, mvesugauons must be "new" to support exclusivity. The
agency interprets "new clinical investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a previously approved drug for
any indication and 2) does not duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a previously approved drug product,

i.e., does not redemonstrate something the agency considers to have been demonstrated in
an already approved application.

a)

b)

For each investigation identified as "essential to the approval,” has the investigation
been relied on by the agency to demonstrate the effectiveness of a previously
approved drug product? (If the mvcstlgatlon was relied on only to support the
safety of a previously approved drug, answer "no.")

Investigation #1 YES/__/ NO/ X /
Investigation #2 YES/__/ NO/ X /
Investigation #3 YES/__/ NO/ X /

If you have answered "yes" for one or more investigations, identify each such
investigation and the NDA in which each was relied upon:

NDA # Study #
NDA # Study #
NDA#____  Smdy#

For each investigation identified as “"essential to the approval,” does the
investigation duplicate the results of another investigation that was relied on by the
agency to support the effectiveness of a previously approved drug product?

Investigation #1 YES/__/ NO/_X/
Investigation #2 YES/ [/ NO/_X_/
Investigation #3 YES/ __/ NO/_ X/

If you have answered "yes" for one or more investigations, identify the NDA in
which a similar investigation was relied on:

NDA#_____ Smdy#
NDA#_____ Swmdy#
NDA#_____  Stdy#

-APPEALS THIS WAY
ON ORIGINAL
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If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the
application or supplement that is essential to the approval (i.e., the investigations
listed in #2(c), less any that are not "new"):

Investigation #_, Study # 126

Investigation #_, Study # 127
Investigation #_, Study # . Abbott M96-446

To be eligible for exclusivity, a new investigation that is essential to approval must also
have been conducted or sponsored by the applicant. An investigation was "conducted or
sponsored by" the applicant if, before or during the conduct of the investigation, 1) the
applicant was the sponsor of the IND named in the form FDA 1571 filed with the Agency,
or 2) the applicant (or its predecessor in interest) provided substantial support for the
st;xdy. Oadinarily, substantial support will mean providing 50 percent or more of the cost
of the study.

a)

()

For eaeh investigation identified in response to question 3(c): if the investigation
was carried out under an IND, was the applicant identified on the FDA 1571 as the

sponsor?
Investigation #1
IND # YES /_X / NO/__/ Explain:

Investigation #2

IND#___ YES/X_/ NO/_/ Explain:

Investigation #3

IND # YES/X_/ NO/_ X/ Explain: _ Abbott study/written
E . . V ﬁ !]]

For each investigation not carried out under an IND or for which the applicant was
not identified as the sponsor, did the applicant certify that it or the applicant's
predecessor in interest provided substantial support for the study?

Investigation #1
YES/__ / Explain NO/__/ Explain

Page 7
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Investigation #2

YES /__/ Explain ! NO/__/ Explain
Investigation #3
YES /_X / Explain NO /__/ Explain
© Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that

the applicant should not be credited with having "conducted or sponsored” the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to
the drug are purchased (not just studies on the drug), the applicant may be considered to

have sponsored or conducted the studies sponsored or conducted by its predecessor in

interest.)
YES/__/ NO/ X /
If yes, explain:
I S 4
. /37
Robin Andersor. 6/29/98
Signature ! Date
* Title:_Project Manager
/2
/51 e
Signature of<BVision D7~tor Date '

cc: Original NDA 20-916
HFD-590 Division File
HFD-85 Mary Ann Holovac

Page 8
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PEDIATRIC PAGE

(Complete for all original applications and all efficacy supplements)

NDAPLAIPMA # 20916 Supplement # ___ Circle one: SE1 SE2 SE3 SE4 SE5 SE6

HFD-590

Trade and generic names/dosage form:___PRILOSEC®, (omeprazole} 20 mg, in combination with amoxicillin 1000mg and clarithromycin 500mg
Action: ‘AP AE NA

Applicant __Astra Merck Therapeutic Class H.pvlori

Indication(s) previously approved; duodenal ulcer

Pediatric information in labeling of approved indication(s} is adequate __ inadequate___

Indication in this application: Eradication of Helicobacter pylori in patients with duodenal ulcer disease

{For supplements, answer the following questions in refation to the proposed indication.)

__ 1. PEDIATRIC LABELING 1S ADEQUATE FOR ALL PEDIATRIC AGE GROUPS. Appropriate information has been submitted in this or
previous applications and has been adeguately summarized in the labefing to permit satisfactory labeling for all pediatric age groups.
Further information is not required.

___ 2. PEDIATRIC LABELING IS ADEQUATE FOR CERTAIN AGE GROUPS. Appropriate information has been submitted in this or previous
applications and has been adequately summarized in the labeling to permit satisfactory labeling for certain pediatric age groups le.g.,
infants, children, and adolescents but not neonates). Further information is not required.

__ 3. PEDIATRIC STUDIES ARE NEEDED. There is potential for use in children, and further information is required to permit adequate labeling
for this use.

__a. A new dosing formulation is needed, and applicant has agreed to provide the appropriate formulation.
__b. A new dosing formulation is needed, however the sponsor is gither not willing to provide it or is in negotiations with FDA.

__t. The applicant has committed to doing such studies as will be required.

{1) Studies are ongoing,

{2) Protocols were submitted and approved.

{3 Protocols were submitted and are under review.

{4) If no protocal has been submitted, attach memo describing status of discussions.

d. If the sponsor is not willing to do pediatric studies, attach copies of FDA's written request that such studies be done and of the
sponsor’s written response to that request.

__ 4. PEDIATRIC STUDIES ARE NOT NEEDED. The drug/biologic product has little potential for use in pediatric patients. Attach memo
explaining why pediatric studies are not needed.

XX_5.1f none of the above apply, attach an explanation, as necessary. Safety and effecti\)eness in pediatric
patients have not been established. :

ATTACH AN EXPLANATION FOR ANY OF THE FOREGOING ITEMS, AS NECESSARY.

Signature of Preparer and Title Date
Robin Anderson, Project Mananger June 28, 1998
cc:  Orig NDA/PLAIPMA #_20-916 , -

HFD-590 JDiv File

NDAJPLA Action Package

HFD-006/ SOImstead (plus, for CDER/CBER APs and AEs, copy of action letter and labeling)

NOTE: A new Pediatric Page must be completed at the time of each action even though one was prepared at the time of the last
action. (revised 711/98) '



GARY P. HORQWITZ, Ph.D.
Director, Reguiatory L.z.son

ASTRA MERCK

—_ = : . i 725 Chesterbrook Blva.
- - - Wayne, PA 19087-5677
L A 610 695-1008

Fax 610 695-4479

Januarv 30. 1998 | = W\

Mark Goldberger, M.D., Acting Director

Division of Special Pathogens and Immunologic
Drug Products HFD-590

Office of Drug Evaluation IV (CDER)

Food and Drug Administration

5600 Fishers Lane

Rockville. Maryland 20857

Dear Dr. Goldberger:

NDA 20-916: PRILOSEC?® Delayed-Release Capsules
(Omeprazole)
SAFETY UPDATE REPORT

Reference is made to the Type 6 New Drug Application for the concomitant use of
PRILOSEC® Delayed-Release Capsules. amoxicillin and clarithromycin for the
eradication of H. pylori in patients with duodenal ulcer disease, which was submitted to
the Agency on September 30, 1997. Reference is also made to my telephone and fax
communications with Robin Anderson on November 21, 1997 regarding our proposed
format for the required Safety Update Report.

With this letter we are submitting ITEM 9: Safety Update Report for this NDA, as
required by 21CFR 314.50 and in accordance with the agreements made in the referenced
communications. This report contains clinical safety information from five completed
clinical trials which became available to Astra Merck after the original NDA was
submitted. Four of the studies were conducted by Astra Hissle, and one study was
conducted by Astra Merck. In addition, this report contains an update of information on
serious adverse events both reported in clinical trials and obtained through post-
marketing surveillance during the period between March 31, 1997 and September 30,
1997.

One of the four clinical study reports obtained from Astra Hissle (Astra Hissle Study
SH-OMH-0016) summarizes a drug interaction study conducted in healthy volunteers
receiving omeprazole, clarithromycin and amoxicillin concomitantly. The results of this

. study will also be submitted under separate cover to support a revision to the proposed
draft labeling that was submitted in the original NDA.



- Mark Goldberger, M.D., Acting Director
NDA 20-916
Page 2

We consider the filing of this Safety Update Report to be a confidential matter and
request the Food and Drug Administration not to make its content, nor any future
communications in regard to it, public without first obtaining the written permission of

Astra Merck Inc.

Please direct any questions or requests for additional information to me at (610/695-
1008) or. in my absence, Barbara J. Blandin, Regulatory Project Manager (610/695-

1540).
Sincerely yours,
- Gary P. Horowitz, Ph.D.
Director, Regulatory Affairs
Attachment
Federal Express No.:

Desk Copy (Letter Only): Dr. L. Talarico, Director (HFD-180)
- : Federal Express No.:

APPEARS THIS WAY
ON ORIGINAL

M,
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= : GARY P HOROWITZ, Ph.D.
Director, Regulatory Liaison

g — —— [ s

(’ ‘Q(’ ASTRA MERCK
' 725 Chesterbrook Bivd,

NEW mgﬁ? Wayne, PA 19087-5677
I/ \ ‘ 610 695-1008

DUPLICATE - e

December 5, 1997

Mark Goldberger, M.D., Acting Director

Division of Special Pathogen and Immunologic
Drug Products HFD-590

Office of Drug Evaluation IV (CDER)

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Goldberge;:

NDA 20-916: PRILOSEC® Delayed-Release Capsules
(Omeprazole) '

Please refer to our Type 6 New Drug Application for the concomitant use of PRILOSEC®
Delayed-Release Capsules (omeprazole), clarithromycin, and amoxicillin for the
eradication of H. pylori in patients with duodenal ulcer disease, which was submitted on
September 30, 1997. Please also refer to my interactions on November 21, 1997 with
Nancy Sager, Team Leader of the Environmental Assessment Team regarding the
Environmental Assessment (EA) included in the NDA. Ms. Sager requested information
on whether there are differences between the EA submitted to NDA 20-754 (omeprazole
plus amoxicillin for eradication of H. pylori; now withdrawn) and the EA for NDA 20-
916. With this letter we are providing that information.

There are three areas of differences between the EA for NDA 20-754 (omeprazole plus
amoxicillin) and the EA for NDA 20-916 (omeprazole plus amoxicillin plus
clarithromycin).

1. Based on updated production forecasts, the expected introduction

concentration (EIC) calculation in the EA for NDA 20-916
the __ threshold, requiring that information contained in

Sections 7 through 11 of the EA be completed. The calculated EIC for the
EA in NDA 20-916 was .. (based on - o total U.S. -
PRILOSEC forecast, 5* year anticipated post-approval). The calculated
EIC for the EA in NDA 20-754 was (based on
total U.S. PRILOSEC forecast, 5* year anticipated post-approval.




Dr. M. Goldberger - Acting Director
: NDA 20-916
— Page 2

2 The EA for NDA 20-916 identifies two alternate
in addition to the other facﬂmes hsted

in the EA for NDA.,ZQ-754. .

3. The EA for NDA 20-916 contains some updated environmental
information on the manufacturers (i.e. Sections 4 and 6 re: permit limits,
permit expiration dates etc.) compared to the information contamed in the

EA for NDA 20-754.

Please direct any questions or requests for additional information to me at 610/695-1008
or, in my absence, to Barbara J. Blandin, Regulatory Project Manager (610/695-1540).

Sincerely yours, E

AURLING THIS WAY Gary P. Horowitz, Ph.D.
CNREHTIN F Director, Regulatory Affairs
FedEx No.:

i,-’ ' ‘ Desk Copy: Ms. Nancy Sager, HFD - 357
ST FedEx No.:

. Philadelphia District Office

] FedExNo.: .. __, A'n:-‘-:.m.u 3y
o ‘n
CUC.‘“AL - v

Y

e




E GARY P HOROWITZ, Ph.D.,
Director, Regulatory Liaison

— , % ASTRA MERCK
~_ .
Y I e A ESITMAED 725 Chesterbrook Blvd.
L4 Wayne, PA 19087-5677
p e ey AT 610 695-1008
/ IS IR S A Fax 610 695-4479
W E A ki

June 25, 1998

Mark Goldberger, M.D., Acting Director
Division of Special Pathogens and Immunologic
Drug Products HFD-590
_ Office of Drug Evaluation IV (CDER)
| Food and Drug Administration

: 5600 Fishers Lane
Rockville, Maryland 20857

[d
te

e AF

Dear Dr. Goldbe;ger:

- ea—
L

! NDA 20-916: PRILOSEC® Delayed-Release Capsules
' (Omeprazole)

RESPONSE TO FDA REQUEST FOR
INFORMATION - AMENDMENT TO PENDING APPLICATION

i

]
!

-

{

i

- "P‘I!:

Reference is made to the Type 6 New Drug Application for the concomitant use of
- PRILOSEC® Delayed-Release Capsules, amoxicillin and clarithromycin for the
|’ eradication of H. pylori in patients with duodenal ulcer disease, which was submitted to
the Agency on September 30, 1997. Reference is also made to a fax sent to us by the
Agency on June 17, 1998 providing labeling recommendations for the indication, the
subsequent teleconference with the Agency on June 19, 1998, to discuss these
recommendations, and an additional fax sent by Dr. Silliman, Statistical Reviewer, on
June 24, 1998.

With this letter we are submitting revised draft labeling for PRILOSEC® which
incorporates the Agency recommendations of June 19 and June 24, 1998. In order to
maintain consistency, we have made some editorial changes to the text that was provided
in the Agency recommendations. A summary of these editorial changes is provided with
the draft labeling.

In addition, please note that the original draft labeling submitted in NDA 20-916 was
based on the current approved labeling for PRILOSEC® at that time (package insert no.
7910924). The revised draft labeling being submitted with this letter is based on the
current approved labeling at the present time (package insert no. 7910927). The changes
to the current approved labeling since the submission of NDA 20-916 include the
addition of a 40 mg dosage strength under the DESCRIPTION and HOW SUPPLIED
sections, as well as changes to the CLINICAL PHARMACOLOGY, Enterochromaffin-
like (ECL) Cell Effects subsection




Mark Goldberger, M.D., Acting Director
NDA 20-916
Page 2

As requested, we are also prow)i'ding an electronic copy of the revised draft labeling in
. MS Word 7.0 on a 3'2” diskette.

The attached information is also being submitted simultaneously to NDA 19-810/5-055
under the Division of Gastrointestinal and Coagulation Drug Products.

We consider the filing of this amendment to be a confidential matter and request the Food
and Drug Administration not to make its content, nor any future communications in
regard to it, public without first obtaining the written permission of Astra Merck Inc.

Please direct any questions or requests for additional information to me at (610)-695-
1008 or, in my absence, to Barbara J. Blandin, Regulatory Project Manager (610)-695-
1540.

Sincerely yours,

o fl i

Gary P. H((J{owitz, Ph.D.
Director, Regulatory Liaison

Attachment

Hand Delivered
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- 5600 Fishers Lane

GARY P. HOROWITZ, Ph.D.

a Director, Reguiatory Liaison
~ A
pn e
- ASTRA MERCK
ORIG a:ﬂ:{l’:‘ﬂmv
725 Chesterbrook Blvd.
I Wayne, PA 19087-5677
DR 610 695-1008
SR S Fax 610695-4479

June 17, 1998

Mark Goldberger, M.D., Acting Director
Division of Special Pathogens and Immunologic
Drug Products HFD-590

Office of Drug Evaluation IV (CDER)

Food and Drug Administration

Rockville, Maryland 20857

Dear Dr. Goldberger:

.
;;;;;;

NDA 20-916: PRILOSEC® Delayed-ReltuseCapsules
(Omeprazole)
RESPONSE TO FDA REQUEST FOR
INFORMATION - AMENDMENT TO PENDING APPLICATION

Reference is made to the Type 6 New Drug Application for the concomitant use of
PRILOSEC® Delayed-Release Capsules, amoxicillin and clarithromycin for the
eradication of H. pylori in patients with duodenal ulcer disease, which was submitted to
the Agency on September 30, 1997. Reference is also made to a teleconference with the
Agency on April 1, 1998, to discuss requests for information from the Biopharmaceutics
Reviewer, and to the subsequent submission on April 9, 1998, which contained a partial
response to those requests.

With this letter we are submitting additional information in response to the
Biopharmaceutics Reviewer’s requests. The documents that are enclosed are listed
below.

Information Enclosed:

Formulation Corﬁmsition Quantitative formulation composition for the study °
drugs used in the Astra Studies 1-1221, 1-1238 and SH-
OMH-0016. -

Centificates of Analysis Certificates of Analysis for the study drugs used in the

Astra Studies [-1221, [-1238 and SH-OMH-0016.



roan ¢ o

Mark Goldberger, M.D., Acting Director
NDA 20-916
Page 2

In a telefacsimile sent to Ms. Robin Anderson on 16 June 1998, we reported that
Analytical Validation Reports for amoxicillin determination in Studies I-1214 and 1-1221
would be provided herein. Please note that these reports have already been provided to
you. The outstanding reports should be noted as omeprazole determination; these latter
reports are still not available. )

We have been informed by Astra Hissle that in vitro dissolution profiles are not currently
available for drugs used in Astra Studies I-1221, I-1238 and SH-OMH-0016. In addition,
neither formulation composition nor in vitro dissolution profiles are available for the
study drugs used in Study I-1214.

We consider the filing of this amendment to be a confidential matter and request the Food
and Drug Administration not to make its content, nor any future communications in
regard to it, public without first obtaining the written permission of Astra Merck Inc.
Please direct any questions or requests for additional information to me at (610)-695-
1008 or, in my absence, to Barbara J. Blandin, Regulatory Project Manager (610)-695-
1540.

Sincerely yours,

Gary P. Horowitz, Ph.D.

Director, Regulatory Affairs
Attachment

Federal Express No.:

Desk Copy (Letter Only): Dr. L. Talarico, Director (HFD-180)
Federal Express No.: o



GARY P. HOROWITZ, Ph.D.
Director, Regulatory Liaison

C‘V ASTRA MERCK
9 ) 725 Chesterbrook Bivd.
- ‘ Wayne, PA 19087-5677
CoIc 2T TULLIONT 610 695-1008

Fax 610 695-4479

ORi.  _

! June 4, 1998

Mark Goldberger, M.D., Acting Director
Division of Special Pathogens and Immunologic
Drug Products HFD-590

Office of Drug Evatuation IV (CDER)

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Goldberger:

NDA 20-916: PRILOSEC® Delayed-Release Capsules
(Omeprazole)
b RESPONSE TO FDA REQUEST FOR
- INFORMATION - AMENDMENT TO PENDING APPLICATION

Reference is made to the Type 6 New Drug Application for the concomitant use of
) PRILOSEC® Delayed-Release Capsules, amoxicillin and clarithromycin for the
eradication of H. pylori in patients with duodenal ulcer disease, which was submitted to
the Agency on September 30, 1997. Reference is also made to a telephone call I received
from Ms. Robin Anderson on June 4, 1998 at which time she requested the Proposed Text
of Labeling for the NDA in electronic format (MS Word 7.0).

With this letter we are providing the Proposed Text of Labeling (unannotated) in MS
Word 7.0 on a 3'4” diskette (2 copies) as well as a hard copy of the file contained on the
diskette.

We consider the filing of this information to be a confidential matter and request the Food
and Drug Administration not to make its content, nor any future communications in
regard to it, public without first obtaining the written permission of Astra Merck Inc.
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Mark Goldberger, M.D., Acting Director

NDA 20-916
Page 2

Please direct any questions or requests for additional information to me at (610)-695-
1008 or, in my absence, Barbara J. Blandin, Regulatory Project Manager (610)-695-1540.
Sincerely yours,

Gary P. Horowitz, Ph.D.
Director, Regulatory Affairs

Attachment
Federal Express No.:
Desk Copy: Dr. L. Talarico, Director (HFD-180)
Federal Express No.:




GARY P. HOROWITZ, Ph.D.
Director, Regulatory Liaison
P

‘, 1\t - ASTRA MERCK

wﬁFESP 725 Chesterbrook Bivd.

iy Wayne, PA 19087-5677

% DTN A L 610 695-1008
/ E B Fax 610 695-4479

May 21, 1998

Mark Goldberger, M.D., Acting Director .

Division of Special Pathogens and Immunologic .
Drug Products HFD-590

Office of Drug Evaluation IV (CDER)
Food and Drug Administration

5600 Fishers Lane _

Rockville, Maryland 20857

Dear Dr. Goldberger:

NDA 20-916: PRILOSEC® Delayed-Release Capsules
(Omeprazole)
RESPONSE TO FDA REQUEST FOR
INFORMATION

\ Reference is made to the Type 6 New Drug Application for the concomitant use of
PRILOSEC® Delayed-Release Capsules, amoxicillin and clarithromycin for the
eradication of H. pylori in patients with duodenal ulcer disease, which was submitted to
the Agency on September 30, 1997.

On May 20, 1998, we received a fax from the Agency with two questions from Dr.
Silliman, the Statistical Reviewer for this NDA. With this letter we are responding to Dr.
Silliman’s questions.

Question 1: For Studies 126 and 127, the applicant states that “patients were
analyzed according to the study treatment that was actually given to
the patient to take”. This was for both the per-protocol and intent-to-
treat analyses. Were there actually any patients randomized to one
treatment arm who ended up receiving the other treatment? If so, how
many in each treatment arm/analysis population/study?

Answer: The clinical study reports for Studies 126 and 127 states the following in
Section 5.7.1.2.1 Data Handling Conventions, Efficacy: “For both patient

~ populations, patients were analyzed according to the study treatment that

was actually given to the patient tq take.” This was stated in the reports to

account for the possibility that study medication might have been

accidentally switched at the investigator sites. However, in Studies 126

and 127, all patients were given the correct study medication according to

the randomized allocation number that they received. There were no




Mark Goldberger, M.D., Acting Director

NDA 20-916
Page 2

Question 2:

Answer:

and 127, all patients were given the correct study medication according to
the randomized allocation number that they received. There were no
patients who were randomized to one treatment arm, but ended up
receiving the other treatment arm in either of these two studies. Thus, all
patients were analyzed according to the study medication that they were
(correctly) given to take according to the random allocation schedule.

There appear to be patients in the per-protocol analyses who are
missing H. pylori eradication information at Week 8. For example, in
the triple therapy arm of Study 127 there are 5 smokers who are “in
the per-protocol analysis” but actually aren’t because there is no
H. pylori information on them at follow-up. Didn’t patients have to
have data at the follow-up to be included in the per-protocol group?

Patients were considered to be evaluable and were included in the per-
protocol analysis as long as they did not violate several prespecified
criteria. One such criteria (Criteria G.) states that “patient returned for the
final endoscopy office visit and had efficacy measures taken.” To identify
patients who violated this particular criteria, patients who did not have at
least one post-baseline endoscopy performed on or after Study Day 2 and
did not have some efficacy measures taken (either the determination of the
presence/absence of a duodenal ulcer or results for the CLOtest®) were
identified and excluded from the per-protocol analysis.

The primary efficacy endpoint for these studies was H. pylori eradication at
Week 8 (the targeted final endoscopy timepoint). A day range was
determined for H. pylori eradication at Week 8. In order to classify a
patient as having H. pylori eradicated at the Week 8 timepoint, the
H. pylori status must be determined to be negative on or after Study Day
53, where Study Day 1 is the first day that study medication was taken by a
patient. H. pylori status was determined to be negative at Week 8 if none
of the three diagnostic tests (CLOtest®, histology or culture) was positive

and if at least two of these tests were negative for H. pylori. However, if.

the H. pylori status at Wee